
FR 4430 

SCIENCE UNION & FRENCH SOCIETY FOR MEDICAL RESEARCH 
MEDICINES WITH A BASE OF ANTIBIOTICS & LACTIC BACILLI 



CO 



The present invention with the objective of making among new 
medications, the combinations of antibiotics and lactic bacilli, 
administrable orally for the treatment of infectious diseases. 

It is well known that the therapies with antibiotics, presently orally 
administrated are inconvenient as they destroy microbial flora normally 
present in the gastro intestinal tract, indispensable for the normal 
functioning of the digestive system. The disorders that result through 
this are sometimes very serious. To avoid these awful disorders, one 5^ 
can administer for illnesses, lactic ferments or yeasts, but everyday in ^» 
separate doses. In these conditions, the ferment cannot be resistant to 
the present antibiotic and can be destroyed by the antibiotic in 
intestine. 
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The new combination, is invented object realizes for the first time, a 
medication with an antibiotic base devoid of the aforementioned £^ 
inconveniences; in association with an antibiotic under a similar ""O 
pharmaceutical form of lactic bacilli rendered resistant to the antibiotic 
with which they are combined. At the same time, the antibiotic 
maintains its bacteriostatic & bactericidal action against pathogenic 
germs which cause infectious illnesses, for the treatment of which the 
antibiotic is selected. 

These two essential qualities of the new combination have been working 
in evidence, in one part by bacteriological examination in vitro and 
through dosages of the antibiotic in the serum of patients treated; in the 
other part, by the verification of the number of lactic bacilli surviving 
after prolonged periods of contact with the antibiotic. 

One can utilize different lactic ferments rendered antibiotic resistant, 
preferably lyophilized, presented in the form of a powder, titrated with a 
minimum of 10 3 living germs /gm. The verification of the number of 
germs living at the outset is achieved either on milk cream, or in a 
mixture of bean soup by the method of successive dilutions. 
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In addition, in the mixture of a culture containing, billion lactobacillus 
acidophilus, when increasing the dose of tetracycline base, it is reported 
that the germ develops normally in a mixture containing 100 y/cm 2 of 
tetracycline & it must reach an antibiotic concentration of 2500 y/cm 2 
for being able to report a bacteristatic action against lactic bacilli, but 
the subcultures obtained in the mixture without antibiotic redevelop 
normally and hence do not have a bactericidal effect, as would be 
expected if the concentration was raised. 



The toxicity of the conbination according to the corresponding infection 
of this antibiotic used with lactic bacilli is practically negligible. As it is, 
the LD 50 of the combination of tetracycline - acidophilus bacillus in 
proportion of 1:2, in mice is greater than 3000 mg/kg, when rn 
administered orally. 



The medicinal object of invention can be utilized in human therapeutics 
under all pharmaceutical forms appropriate for oral administration, for 
example, tablets, sachets, capsules, granules etc with the usual 
pharmaceutical excipients and aromatisers meant for masking the bitter 
taste of antibiotics. 



Tetracycline base 0.250 g 

Lactobacillus acidophilus lyopholised ( 1 bn germs / gm 0.500g) 

Aromatic banana power 0.200 gm 

Aromatic vanilla power 0.050 gm 

Sodium cyclamate 0.040 gm 

Semolina sugar 3.960 gm 
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In title of examples not at all limited, we give here below the composition O 
& the mode of preparation of the new combination: 

Eg. "< 
Granulated : 



Hence a total of 5 gm of granules prepared by the usual technique 
(moistening in water, filtration, passage through a grill, drying, 
dehydration) for all the constituents, except the lactic bacilli. Lastly, the 
lactobacillus acidophilus lyophilized, is left in the form of powder for 
support of lactose. 



REPUBLIQUE FRANCAISE 

MINfSTfiRE DE L'INDUSTRfE 

SERVICE 
de la PROPR1ETE INDUSTRIELLE 



BREVET SPECIAL DE MEDICAMENT 



P.V. n n 13.522 
Classification Internationale 



N° 4.430 M 
A 61 k 



Medicaments a base rt'aiitibiotiques et de bacilles lactiques. (Invention : Tran Van Ai.) 

SCIENCE UNION ET Cie, SOCIETE FRANC AISE DE RECHERCHE MEDIC ALE residant 
en France (Hauts-de-Scine) . 

Dcmande le 16 avrii 1965, a 9 h SV% a Paris. 
Delivre par arrcte dn 19 septembre 1966. 
(Bulletin official de la Propriete industrielle [B.SM.] S n° 43 du 24 oclobre 1966.) 



La pros en t o invention a pour oh jet, a 'title tie nou- 
veaux medicaments. Ins associations des antibioti- 
ques el des bacilles lactiques administrables par voie 
buceale pour le trait em eat des maladies infect ieuses. 

II est bien connu que 3a therupeutique par Jes 
unlibiotiques admimstres par voie huccale presenle 
IMnennvtmient du detruire la flore. miorobienne phy- 
siologique du tract us gastro intestinal indispensable 
pour le fonetionnemeiu normal de Pappareil di- 
gestif. Les accidents qui en result ent sont parfois 
Ires graves. Pout pater a ces accidents redo uta hies, 
on pent a dm mistier aux malades des ferments lac- 
tiques ou des levures, rnais toujours en prise sepa- 
ree. Dans ces ex;nditions. le ferment pent ne pas etre 
resistant a Paulibiotique present et pent etre a son 
lour detruit par Pantibiotique dans -Pintestin. 

La nouvelle association, objet de Pinvention, rea- 
lise pour la premiere fois un medicament a base d'an- 
tibiotique depourvu des ineon venients de ces fler- 
niers, en assooiant a Panlibiortque sous une merne 
.forme pharmaeeutique des bacilles lactiques rendus 
resUtants a Pantibiotique auquel ih sont nssocies. En 
merne temps, Pantihiotique garde tout son pouvoir 
haeteriostatique et bactericide en vers les germes pa- 
th ogenes en cause dans les maladies infect ieuses pour 
If trait em ent d esq u el les it a ele choisi. 

Ces deux qualites essentieUes de la nouvelle asso- 
ciation ont ete mises en evidence, d'une part par des 
exainens baeteriologiques in vitro et par des dosages 
de Pantihiotique dans le serum dee malades trai- 
tor. d""a utrc part par la verification du immhre des 
bacilles lactiques survivant apres des peri odes pro- 
longees de mise en contact avee Pantihiotique. 

On pent utilizer different ferments lactiques ren- 
du.- antibio-resistanls. de preference lyopliiliscs. 
I ) rosea res sous forme de poudre titrant an minimum 
10 : * germes vivants au gramme. La verification 
du.noinhre des germes vivants au depart, est cfTee- 
luec so it sur la it eeremc. soit sur milieu au bouillon 
de haricots par la methode des dilutions succes- 
sive.-?. 

En ajoiiiant au milieu de culture eon tenant 1 mil- 
liard de lactobaeilhis acidophilus des doses erois- 
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sautes de tetracycline base, on constate que le germe 
se developpe normalement dans un milieu con te- 
nant 100 y/cm- de tetracycline et il faut attein- 
drc une concentration (Pantihiotique de 2 500 7/ 
cur' 1 pour pouvoir constater une action hacteriosta- 
lique vis-a-vis du hacille .lactique, ma is les subcul- 
tures obtenues sur milieu sans antihiotique se re- 
de veloppent en'suitc normalement et ii n*y a> done 
pas d'elfet bactericide, merne a une concentration 
aussi elevee. 

La toxicity de 1 'association selon P invent ion cor- 
respond a celle de PantibioLique utilise, celle des ba- 
cilles lactiques erant pratiquemeni negligeable. Ain- 
si la DL rj0 de Passoeiation tetracycline- bacillus aci- 
dophilus en proportion de 1 ; 2, detemiinee chez ia 
souris par voie wale est de > 3 000 rng/kg. 

Le medicament oh jet de Pin vent ion pem etre utili- 
se en therapentique humaine sous toutes les formes 
pharmaoeutiques appropriees pour ^'administration 
par voie. buccale, comme par exempie comprimes, ge- 
lules, capsules, granules, etc., avec des excipients 
pharmaoeutiques usuels et dt?s eduicoranits et aro- 
. matisants destines a masquer le gout amor des an- 
tiliiotiques. 

A tit re cPexemples nullement limitatifs, nous don-' 
nous, ci-dessous la composition et le mode do prepa- 
ration de la nouvelle association ; 

Example L 
Granule : 

Tetracycline base, 0,250 g; 

Lactobacillus acidophilus lyophilise (1 milliard de 
germes/g, 0.»S00 g; 

Arome banane poudre, 0,200 g; 

Arome vanille poudre, 0.050 g; 

Cyclamate de -sodium, 0,040 g; 

Sucre semoule, 3.060 g ; 
soit au total 5 g de granules prepares par la techni- 
que habituelle (rnouillage a Peau. trituration^ pas- 
sage a iravers une grille, secbage, demassage) pour 
tons les cons tit u ants, sauf les bacilles lactiques. Ce 
dernier, le lactobaeillus acidophilus lyophilise, est 
laisse sous forme de poudre sur support de lactose 
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Prix du iascicule : 2 irancs 



